and though this is sometimes true it is not entirely in accord with our experience. In most of the families we have studied, the affected offspring have all been mild cases, but in other families they have all been severe cases; a small proportion of families have contained cases of both kinds. This concentration of the severe cases into a small proportion of the families is well illustrated in a consecutive series of 103 'Rh families' at the Birmingham Maternity Hospital, in which four-fifths of the severe cases occurred in only one-fifth of the families. By contrast in the whole of the material at our disposal more than three-quarters of the families contained no severely affected case. Material Our material has been drawn from several sources: from the Birmingham Maternity Hospital, from the maternity department of Dudley Road Hospital together with other maternity hospitals in Birmingham where replacement transfusions have been performed in the last three years, and from the Birmingham Children's Hospital. We have studied 440 families made up as follows: Birm h Maternity Hospital. From 1949 to 1953 families, in which Rh iso-immunization had occurred, formed a consecutive series, whether the infant was viable at birth or not.
Dudley Road and Other Maternity Hospials. From 1950 From to 1953 families, not consecutive, were selected by the fact that in nearly every family one infant had been given a replacement or simple transfusion. Brmingam Children's Hospital. From 1927 to 1953, 223 families, in which at least one child had received treatment for haemolytic disease at the Children's Hospital were studied.
Method of Study
The families in each group have been sub-divided into those 'mild' families in which the first child affected with haemolytic disease was a mild case by our definition, i.e., icterus gravis (with or without kernikterus) or haemolytic anaemia. and those 'severe' families in which the first affected was stillborn or hydropic, classed as severe forms. The incidence of the mild and severe forms of the disease in infants born subsequently has then been analysed, and the details of this analysis are presented in Table 1 . We have in this table assumed that everv stillbirth was due to Rh iso-immunization. We have classified as miscarriages and abortions all deliveries before the twenty-eighth week of pregnancy; the higher incidence of these in the severe group of families suggests that some at least may have been due to Rh iso-immunization.
Results
It is evident from Possible Aetiolgical Factors Table I shows the additional and important fact that severely affected mothers have fewer children than mildly affected mothers before their first affected child. From this we may surmise that severely The proportion of mothers in the severe group who had been transfused with Rh-positive blood is more than three tines that found in the mild group. This is a highly significant difference, and it seems therefore that such transfusions mav sometimes dislodge a woman from the mild to the severe group, but this factor accounts at the most for not much more than a quarter of the cases in the severe group. The ABO Groups of the Parents. The parents of children with haemolytic disease are compatibly mated on the ABO system more frequently than would be expected (Levine, 1943) , i.e. if the Rh grouping were to be ignored, the father could be a donor to his wife in more instances than would occur in random matings. The distribution of the known ABO grouping in our cases is shown in The distribution of the ABO groups in affected infants does not differ appreciably from that in the population at large, but there is a shift towards
PATTERN OF HAEMOL YTIC DISEASE OF THE AEWBORN4
Group A in the mothers and towards group 0 in the fathers, i.e. towards compatibility in the above sense. This shift is greatest in the severe group, but it is still obvious in the mild group and by itself does not explain, though it may influence, the incidence of the two groups. Stated in another way, nearly 87 % of the fathers, if the Rh group is ignored, could be blood donors (cells to serum) to their wives, while only 610% of the wives could be donors to their husbands (Table 4 ). The proportion of wives able General Population
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In our material Table 6 shows that the ratio is about 2:1, and, moreover, it is almost identical in both the mild and severe groups, from which we may infer that whatever agency determines the character of the disease in a family it is not closely related to the D-genotype of the father. Also shown in Table 6 is the overall proportion of homozygous (DD) Rh-positive fathers expected in our material, calculated from our family size distribution and Table 5 . There is a slight excess of homozygous fathers over the expected figure which may be due to the inclusion of some pregnancies on serological grounds rather than in the way postulated in Table 5 . Expecte'
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Discussion On the evidence we have presented there seems reasonable justification for the division of families with haemolytic disease into two main groups. The offspring of one are predominantly mildly affected, those of the other are predominantly severely affected, but there are also some intermediate families in which the disease in successive affected infants is more severe. Our analysis has probably emphasized the two extremes of a spectrum.
From the data we have collected it is not possible to predict into which group a woman will fall, but the division into two groups based on the form which the disease takes in the first affected offspring is of prognostic value. If a mother's first affected infant is a mild case, then in 83 % of cases her next child will also be mildly affected. The danger of kernikterus can almost always-if not always-be obviated by adequate exchange transfusions (Diamond, Allen, Vann and Powers, 1952) and our own experience (Davies, Gerrard, Hatchuel and Howarth, 1953) . But if the first affected child is a severe case the next affected will, in 80 % of cases, also be a severe case, if delivered at term. It seems reasonable in these cases (unless the father is heterozygous) to practise the premature induction of labour. This has been done in 10 of our families (11 pregnancies, including one twin pregnancy) and in every case the baby was mildly affected. Induction or Caesarean section has been carned out as early as the thirtieth week, but wkas usually performed between the thirty-fourth and thirty-sixth weeks of pregnancy. Such a transformation in the outlook for the foetus is not to be expected every time, but from our material it seems that induction or Caesarean section at the thirtyfifth week might have saved three-quarters of the infants in this severe group (19 out of 25 cases).
The decision when to induce in the individual case can only be taken by the obstetrician, but he may be guided by the mother, who may notice that foetal movements are becoming less vigorous (Watson, 1953) , and by the liquor, a rise in the non-haematin iron content being associated with a corresponding anaemia in the infant (Bevis, 1952) . When the baby is delivered, either by the natural route or by Caesarean section, and if it has haemolytic disease, it is important that the paediatrician should be prepared to attempt an adequate exchange transfusion (80- 
